The identification of SNCA mutations in two kindreds is based on their genetic and molecular underpin- but that these pathologies also are integral to the onset sporadic or familial PD (Figure 1) . And, more imporand progression of these disorders. Moreover, while tantly, how these fibrillar aggregates of misfolded α-synuLewy bodies were most readily detected in the neuroclein induce neurodegeneration is a matter of intense melanin-containing neurons of the pars compacta, debate, in part because the normal function of α-synuimmunohistochemistry for α-synuclein demonstrated a clein remains unknown. Thus, we review the relationmore widespread distribution of pathology emphasizship of PD and other parkinsonian disorders to Lewy ing the oft-neglected point that, while the nigrostriatal bodies, and we emphasize that clarity about the relasystem is the first and most common region that untionship of disease mechanisms and phenotype has a dergoes neurodegeneration in PD, multiple additional powerful impact on the development of therapies that brain regions always are affected in these disorders so target distinct pathogenetic processes underlying the that their clinical manifestations commonly extend beyond those attributable to the nigrostriatal system alone.

